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Abstract. The objective of the research was to evaluate the effectiveness of long-term antiplatelet and hepatoprotective differentiation
therapy in patients with postinfarction cardiosclerosis and co-existent non-alcoholic fatty liver disease in stage of steatosis.

Materials and methods. There were examined 72 patients with stable coronary heart disease functional classes II-II and co-existent
non-alcoholic fatty liver disease in stage of steatosis. All the patients underwent a complete clinical examination; the functional state of their
liver and platelet haemostasis were assessed. All patients received standard therapy the effectiveness of which was assessed 3 and 6 months
after treatment.

Results. The effectiveness of antiplatelet therapy was found to depend on treatment duration, the functional state of the liver and the
scheme of antiplatelet and hepatoprotective differentiation therapy. In particular, 6 months after treatment, a positive dynamics of platelet
haemostasis was observed in all the patients of Group 1. However, the target value of its indicators was achieved in 60.5% of patients. In
Group II, the target level of platelet aggregation activity was achieved in 38.3% of patients. The level of liver enzymes was within the control
limits in 52.8% of patients. In 47.2% of patients, however, an increase in their level was observed, which necessitated the administration of
appropriate hepatoprotective therapy.

Conclusions. The developed concept of differentiation treatment of patients with coronary heart disease and co-existent non-alcoholic
fatty liver disease in stage of steatosis envisages the need for monitoring the indicators of platelet haemostasis and liver function every three
months after the administration of antiplatelet therapy with the possibility of its intensification and the inclusion of hepatoprotective drugs.

Keywords: stable coronary heart disease; non-alcoholic fatty liver disease; antiplatelet therapy

Pe3ztome. Metoro nociimkeHHs 0y10 OLIHUTU e()eKTHBHICTh TpUBAJIO] AU(epeHIIiiioBaHOT aHTHTPOMOOLITAPHOI Ta TeNaTONPOTEKTOPHOT
Tepanii y XBOpuX 13 MOCTiH(apKTHUM KapIioCKIepo30M Ha TIi HEaJIKoronbHoOi sxupoBoi xBopodu neuinku (HAXKXII) y cranii crearosy.
Marepian Ta meroau. O0’€KTOM IOCTIIKEHHS CTaaM 72 XBOpUX Ha CTabUIbHY imemiuny xBopoOy cepus (IXC) @K II-1II, noexnany 3
HAXXII y cranii creatosy. IIpoBonuay 3aralbHOKIIHIYHE 00CTEKEHHS, OLIHKY (QYHKI[IOHAIFHOTO CTaHY NEYiHKU Ta TpoMOOIUTapHOL
JIAHKU TeMocTa3y. XBOpl OTPUMYBaIIM CTAHIIAPTHY TEpaIlito, OLIHKY e(pEeKTHBHOCTI SIKOT MPOBOAMIIM uepe3 3 Ta 6 MICALIB JiKyBaHHS.
Pe3yabraTu. BeranosneHo, mo edekTHBHICTS aHTUTpoMOonuTapHOi Teparnii (ATT) 3aexuTs Bifl TPUBAJIOCTI JIIKYBaHHS, (DYHKIIOHAJIBHOTO
CTaHy IEeYiHKHU, 00paHoi cxemu audepeniiioanoi ATT Ta remaronpoTeKTopHOI Teparii. 30kpeMa, y Beix xBopux I rpynu uepes 6 micsIiis
JIKyBaHHSI CIIOCTEPIrajiv MO3UTHUBHY TUHAMIKY 3MiH TPOMOOLIMTAPHOT JIAHKK TemMocTta3y. OHaK IIJIbOBOrO 3HAUCHHS il TOKa3HUKIB BIATOCH
nocsarHyTH B 60,5% xBopux. ¥ II rpymi gepe3 6 MicAIiB Tepamii IUIbOBUM piBEHb IMOKA3HUKIB arperaliifHoi akTHBHOCTI TPOMOOLMTIB OyB
nocsirHyTHi y 38,3% xBopux. Y 52,8% XBopuX piBeHb NIEUIHKOBUX (DepMEHTIB 3HAXOIMBCA B MeKax KOHTpomo. HatomicTs, y 47,2% xBopux
CIIOCTEpiraJii HapoCTaHHA X PiBHA, IO 00YMOBMIIO HEOOXIOHICTh MPHU3HAYCHHS BIANOBITHOI IeNaTONPOTEKTOpHOI Tepamil. BucHoOBKHM.
Po3pobrnena xoHuenuis audepeHLiiioBaHoro JIiKyBaHHs XBopHX Ha crabiibHy IXC, noennany 3 HAXKXII y crapii crearosy, nepenbauae
HEOOXiIHICTh KOHTPOJIIO TOKA3HUKIB TPOMOOLIUTAPHOTO FeMOCTa3y Ta CTaHy NEYIHKHM KOKHI TpH MicAIl, Ipu3HadueHHs BinnosigHoi ATT i3
MOXKJIMBICTIO i ITOCHJICHHS Ta BKJIIOYCHHSI JI0 JIIKYBaHHS I€MaTONPOTEKTOPHHUX 3aCO0IB.

Kniouoei cnosa: cmaoinvha imemiuna xeopooda cepus, HeaK0201bHA JHCUPOBA XB0PO DA NEUIHKU, AHMUMPOMOOUUMAPHA Mmepanis.

Pesrome. 1lenpro uccnenoBanus ObUIO OLEHUTH 3GPEKTUBHOCTh UINTEIbHON AuddepeHIMpOoBaHHON aHTHTPOMOOIUTAPHON U
TeHaTONpPOTEKTOPHOM Tepany y OONBHBIX C MOCTUH(APKTHBIM KapAHOCKICPO30M Ha (hOHE HEATKOTOJbHOH >KUPOBOI OONIE3HU MEYCHU
(HAXBII) B cTanuu crearoza. MaTepuasa 1 MeTobl. OOBEKTOM UCCIIETIOBAaHUS CTAIH 72 GONBHBIX CO CTaOMIBHOM HIIEMHYECKOH O0Ie3HbI0
cepaua (MBC) ©K II-111 m HAXKBII B ctaguu crearosa. [TpoBoaniu oO1iee KmHUYECKoe 00CIIeI0BaHKE, OLICHKY (PYHKIIMOHAIBHOTO COCTOSTHUS
MeYeHH ¥ TPOMOOLIMTAPHOrO 3BEHA reMOCTa3a. boJbHbIC MOMydaly CTaHIAPTHYIO TEePAIHIO, OLECHKY Y()(PEKTHBHOCTH KOTOPOH MPOBOMHIN
gyepe3 3 u 6 Mmecsues jeueHus. Pe3yabrarsl. YcTaHOBIEHO, YTO 3G EKTUBHOCTD aHTUTpoMOonuTapHOi Tepanuu (ATT) 3aBucur or
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MIPOJODKUTENBHOCTH JICUCHH S, (PyHKIIMOHATBLHOTO COCTOSHUS IEUEHH 1 BRIOpaHHOH cxeMbl ¢ depeHnupoanHoii AT T u renatonpoTeKTopHOH
Tepanuu. B wacTHOCTH, Y BeeX OonbHBIX | rpynmbl uepe3 6 MecsieB JedeHHs HaOMonany MOJIOKUTENbHY0 THHAMUKY M3MEHEHHUH
TPOMOOLIMTAPHOTO 3BeHa remoctasa. O1HaKo, EeNeBOro 3HaYCHHs ee ToKasaresnel yaanock aoctiuyb B 60,5% OonpHbIX. VY 1l rpynmne yepes 6
MECSIICB TEPANUK LICJICBOM YPOBEHB TMOKA3aTeNeH arperalliOHHON aKTHBHOCTH TPOMOOIMTOB ObUT JOCTUTHYT B 38,3% OonbHbIX. B 52,8%
OOJIBHBIX YPOBEHB MEYCHOUHBIX (PEPMEHTOB HAXOAWJICS B Mpeaenax KOHTpos. B 47,2% OonbHBIX HAOMIOAAIN HapaCTaHUE UX YPOBHS, UTO
00yCIOBHIJIO HEOOXOAMMOCTh Ha3HAUEHUsSI COOTBETCTBYIOIIEH I'elaTONPOTEKTOPHON Tepanuu. BeiBoabl. PaspaboranHas koHnenuus
nu¢ hepeHIUPOBaHHOTO JedeHuss 0onbHbEIX co cradbunbHOoi MBC, coBmemennoii ¢ HAXDBII B craguu crearosa mpenycMaTpuBaeT
HE00XOIMMOCTh KOHTPOJIA ITOKa3aTesel TpOMOOLIMTApHOTO TeMOCTa3a U COCTOSIHUS TIEUECHH KaK bl TPU MeCs1ia HA3HAYEHU S COOTBETCTBYIOICH
ATT ¢ BO3MO)XHOCTBIO €€ YCHJICHHS M BKJIFOUEHHUS B JICUCHUE I€IaTONPOTEKTOPHBIX CPEICTB.

Kniouesvie cnosa: cmadunvruas uwemuueckas 001e31ub cepoua, HeanKo20abHaAA Heupoeas 601e3Hb neueHu, AHMUMPOMOOYUmMapHan

mepanis.

Problem statement and analysis of the recent research

Coronary heart disease (CHD) remains one of the
greatest challenges facing modern medicine today being
the leading cause of death and disability worldwide [2, 5].
The major pathogenetic basis for CHD development is
atherosclerosis as well as thrombus formation on the surface
affected by atherosclerosis [11]. In addition to
cardiovascular diseases, hepatobiliary pathology is also a
medical and social problem, since in 60% of cases, liver
diseases affect people of working age [8]. The most common
chronic hepatobiliary disease is non-alcoholic fatty liver
disease (NAFLD), the initial manifestation of which is
steatosis [7]. Nowadays NAFLD co-exist with obesity,
insulin resistance, dyslipidemia, CHD, type 2 diabetes
mellitus and metabolic syndrome as well as plays a key
pathogenetic role in their development [10, 14].

However, the mechanisms by which NAFLD increases
the cardiovascular risk are not fully understood. It is due to
the increase in the formation of atherogenic pro-
inflammatory cytokines and procoagulant factors in the liver
affected by steatosis [6, 9, 16]. In addition, basic mechanisms
leading to NAFLD progression as well as atherogenesis
acceleration include dyslipidemia, insulin resistance, high
blood pressure, oxidative stress, systemic inflammation,
adipokine imbalance, endothelial dysfunction etc. [10].
Furthermore, there are no data to explain why hepatic
steatosis does not develop in all the patients at high
cardiovascular risk and may not always progress to
steatohepatitis and liver cirrhosis. Thus, hepatic steatosis
is considered as a risk factor for atherosclerosis even in the
absence of metabolic syndrome or other cardiovascular risk
factors [ 14]. Cardiovascular diseases may, in turn, affect the
clinical course of NAFLD thereby increasing the possibility
of its progression to liver fibrosis and cirrhosis [11, 16].

Therefore, the study of common clinical and
pathogenetic mechanisms involved in CHD and NAFLD
occurrence with the aim of developing a comprehensive and
individual approach to treatment and prevention of such
comorbid pathology is intensely relevant to modern medicine
[4, 17]. Furthermore, the evaluation of the possibility,
effectiveness and safety of using antiplatelet therapy (APT)
in stable CHD with co-existent NAFLD is promising.

The objective of the research was to evaluate the
effectiveness of long-term antiplatelet and hepatoprotective
differentiation therapy in patients with postinfarction
cardiosclerosis and co-existent NAFLD in stage of steatosis.

Materials and methods
There were examined 72 patients (the average age —

Nel(24)-2018

53.7+4.6) with stable CHD FC I-II and co-existent NAFLD in
stage of steatosis. The control group included 20 apparently
healthy individuals.

The diagnosis of stable CHD was verified according to
the results of electrocardiography, coronary catherization
as well as the presence of myocardial infarction in past
medical history in accordance with the unified clinical
protocol “Stable Coronary Heart Disease” (Order of the
Ministry of Health of Ukraine 0f 02.03.2016, No 152) [13].
The diagnosis of NAFLD was made according to the unified
clinical protocol “Non-Alcoholic Steatohepatitis” (Order of
the Ministry of Health of Ukraine of 06.11.2014, No 826)
[12], the adapted clinical practice guidelines “Non-Alcoholic
Fatty Liver Disease” [1] in accordance with the clinical
practice recommendations of the European Association for
the Study of the Liver (EASL), the European Association
for the Study of Diabetes (EASD) and the European
Association for the Study of Obesity (EASO) [15].

All the patients underwent a complete clinical
examination (the analysis of complaints, past medical history,
life history, physical examination), electrocardiography,
echocardiography, coronary catherization, liver ultrasound;
the functional state of their liver and platelet haemostasis
were assessed.

The functional state of the liver was assessed by serum
activity of aspartate aminotransferase (AST), alanine
aminotransferase (ALT), gamma-glutamyl transpeptidase
(GGTP) using the spectrophotometric method by means of
standard kits.

Platelet haemostasis was assessed by the indicators of
platelet aggregation activity (the degree of aggregation, the
rate of aggregation, platelet aggregation time, platelet count,
von Willebrand factor) by means of the aggregometer Solar
AP-2110 (Republic of Belarus) using 2.5 jmol/L adenosine
diphosphate according to generally accepted standard
procedures [3].

All the patients enrolled in our study adhered to the
recommendations involving lifestyle modification such as
diet therapy and regime of increasing physical activity
depending on the time period after acute coronary syndrome
and exercise tolerance. According to clinical protocols, they
received standard therapy including beta blockers, long-
acting nitrates, calcium channel blockers, angiotensin-
converting-enzyme (ACE) inhibitors or sartans (if
necessary), adjusted doses of statins and acetylsalicylic
acid at a dose of 75 mg orally once a day. The effectiveness
of therapy was assessed 3 and 6 months after treatment.

Depending on the dynamics of changes in the level of
liver enzymes 3 months after treatment, all the patients were
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divided into 2 groups: Group I included 38 patients with
normal liver enzyme level; Group II included 34 patients
with elevated liver enzyme level —1.5-2 times higher than the
normal range.

Six months after treatment, in Group I, APT was effective
in 23 cases (subgroup A), while in 15 cases (subgroup B), it
was insufficiently effective. In Group II, APT was effective
for 13 patients with normal liver enzyme level (subgroup A);
APT was found to be insufficiently effective for 13 patients
with normal liver enzyme level (subgroup B); in 10 patients
with elevated liver enzyme level up to 1.5-2 times as compared
to their values observed 3 months after treatment, APT was
insufficiently effective (subgroup C). If APT was
insufficiently effective, it was corrected 3 and 6 months after
treatment and patients with elevated liver enzyme level
additionally underwent hepatoprotective differentiation
therapy (Fig.1).

The obtained data were statistically processed using
spreadsheet software Microsoft Excel and an advanced
analytics software package Statistica v. 10.0 StatSoft, USA.
A reliable difference between the mean values was assessed
using paired Student’s t-test. The mean values were
presented as (Mm), where M was the mean and m was the
standard error of the mean. The results were considered
statistically significant at p<0.05.

Results and discussion

The effectiveness of APT by the indicators of platelet
aggregation activity was found to depend on treatment
duration, the functional state of the liver and the scheme of
antiplatelet and hepatoprotective differentiation therapy
(Table 1). In particular, 6 months after treatment, positive
dynamics in platelet haemostasis was observed in all the
patients of Group I. However, the target value of the
indicators of platelet aggregation activity was achieved in

23 (60.5%) patients only. In Group 1A, platelet aggregation
time increased by 49.4% as compared to the basal level and
by 26.8% as compared to that observed 3 months after
treatment (p<<0.05). In Group IB, this indicator increased by
26.6% as compared to its initial value (p<0.05); however, it
did not reach the level of the control group being only 7.5%
higher as compared to the indicator observed 3 months after
treatment (p>0.05).

Six months after treatment, aggregation rate decreased
by 28.8% (Group IA) and 14.8% (Group IB) as compared to
the basal level. In Group IA, this indicator reached the level
of'the control group, while in Group IB, it was 18.4% higher
(p<0.05). Moreover, the difference between the degree of
aggregation 6 months after treatment and the basal level
was -9.51 in patients of Group IA and -7.59 in patients of
Group IB.

In patients of Group IA, a six-month treatment resulted
in the decrease in platelet count by 29.7% as compared to
their initial value being 13.1% lower than this indicator 3
months after therapy (p<0.05). In patients of Group IB, a six-
month treatment resulted in the decrease in platelet count
by 23.8% as compared to the initial values (p<0.05) being
only 5.8% lower than this indicator in the control group
(p>0.05). At the same time, von Willebrand factor decreased
by 27.4% (Group IA) and 18.2% (Group IB) as compared to
its initial value (p<0.05). The difference between this indicator
6 months after treatment and the basal level was -71.07 in
patients of Group IA, while in patients of Group IB, it was -
47.23 only.

In Group II, 6 months after treatment, the target level of
platelet aggregation activity was achieved in 13 (38.3%)
patients only. In Group IIA, platelet aggregation time
increased by 47.0% as compared to its initial value and by
25.5% as compared to this indicator observed 3 months after
treatment (p<0.05). In Group IIB and Group IIC, platelet

Table 1. Dynamics of platdet haemostasis in patients with stable CHD and co-existent NAFLD in stage of steatosis, (M+m)
Patients with stable CHD and co-existent NAFLD in stage of steatosis (n=72)
units of gn_) P Basal 3 months after treatment 3 months after treatment
measurement (n=20) level after after
treatment subgroup A | subgroup B treatment subgroup A | subgroup B | subgroup C
0=23) (r=15) (r=13) (n=11) 0=10)
Aggregation 15.70 1021 12.03 1525 12.93 11.96 1501 12.64 12.17
time, sec +1.84 | £0.74* | +0.64*§ .73 § .46 *§ +0.72*§ +0.38 §Y +H.42* § +0.39* §
- A +5.04 +2.72 +4.80 +2.43 +1.96
~§ Aggregation 14.13 19.64 1692 13.98 16.73 16.18 14.27 15.82 15.94
50| rate, %o/sec +0.30 | 1040* | +£0.40*§ +0.26 § +).26% § +0.32*§ .26 § +).34* § +0.38* §
) A -5.60 291 537 -3.82 -3.70
g Aggregation 21.08 30.23 23.84 20.72 2.64 25.68 21.36 2332 23.87
g degree, % .68 | H0.56* | £045*§ +0.57 § #).73* § +0.49*§ .48 § +.36* § +047* §
s A -9.51 71.59 8.87 -6.91 -6.36
@ Platelet count,| 268.25 | 37727 | 305.17 265.23 287.34 315.07 27219 292.46 305.37
é K/mcL +10.56 | £1426% | £11.37*§ | £10428§) | +11.26%§ | £13.71*§ | £10488Y | +11.34*§ | +£11.28*§
;:1'4 A -112.04 -89.93 -105.08 -84.81 -71.9
% Von 189.26 | 25949 | 21857 188.42 212.26 224.63 19231 208.35 21835
Willebrand +7.19 | £10.57% | £8.46*§ .53 § BA42*%§ | £10.80*§ | +6.67§7 +8.56* § +8.49* §
factor, %
A -71.07 -47.23 -67.18 -51.14 -41.14

Notes: *— areliable differenceas compared to the control group (p<0.05), §—a reliable difference as compared to the basal level (p<0.05); —a
reliable difference as compared to the indicator 3 months after treatment (p<0.05); A — the difference between the indicator observed 6 months

after treatment and the basal level
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Patients with stable CHD and co-existent NAFLD in stage of steatosis (n=72)

1L

Basic therapy including acetylsalicylic acid 75 mg/daily and lifestyle modification

the 3" month

t LE level increased by Normal LE level
1.5-2 times (n=38)l
acetylsalicylic acid 75 mg/day + acetylsalicylic acid 75 mg/day

ademetionine 800 mg/day orally for 14
days —» ademetionine 400 mg/day
orally for 3 months

the 6™ month

+ APT + normal LE level (n=13)
acetylsalicylic acid 75 mg/day +
ademetionine 400 mg/day orally for 12

+ APT (n=23)
acetylsalicylic acid 75 mg/day <

\ 4

months
- APT + normal LE level (n=11) - APT (n=15)
acetylsalicylic acid 75 mg twice a day + acetylsalicylic acid 75 mg twice a
| ademetionine 800 mg/day orally for 14 day + ademetionine 800 mg/day
days —» ademetionine 400 mg/day orally for 14 days —» <
orally for 12 months ademetionine 400 mg/day orally

for 12 months

- APT + ' LE level (n=10)
acetylsalicylic acid 75 mg/day +
clopidogrel 75 mg/day + ademetionine
800 mg/day orally for 14 days + heparizin

1 capsule twice a day —»
ademetionine 400 mg/day orally for 12
months

v

Fig.1. Algorithm of antiplatelet and hepatoprotective differentiation therapy in patients with stable CHD and co-
existent NAFLD in stage of steatosis de pe nding on changes in the functional state of the liver on the background of
treatment

I
Notes: LE — liver enzymes (AST ALT, GGTP); - | monitoring of liver function by serum levels of LE as compared to the basal
level; «t+» - sufficient control of platelet haemostasis; «» - insufficient control of platelet hacmostasis.
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Table2. Dynamics ofliver function indicators in patients with stable CHD and co-existent NAFLD in stage of steatosis, (M+m)

Patients with stable CHD and co-existent NAFLD in stage of steatosis (n=72)
Indicator, Control Groupl (rgzii)mh : Group Il (n?;i)()n T
units of gr_oup Basal level 3 months after treatment 3 months after after treatment
measurement | (n=20) after
treatment subgroup | subgroup treatment subgroup | subgroup subgroup
A@=23) | B@=15) A@=13) | B=11) | C@=10)
AST, mmol/L | 0.38+0.06 | 0.42+0.03 | 0.41£0.03 | 0.39+0.01 | 0.43+0.02 | 07440.07*§ |0.4040.0290.4340.04 | 0.49+0.05* §q
A 0.03 +0.01 002 +0.01 +0.07
ALT, mmol/L | 0.27+0.05 | 0.30+£0.04 | 0.28+0.02 | 0.27+0.04 | 0.29+0.03 | 05440.06*§ |0.2840.03 9| 0.3320.02 | 0.42+0.04* §q
A 0.03 0.01 002 0.03 +0.12
GGTP, 37.0643.84 | 39.2142.49 | 38.06+2.83 | 35.1243.18 | 36.23+2.94 | 62.74+3 .46*§ | 39.76:3.08Y| 40.37+2.729] 44 8 143.35%§
mmol/L
A 4.09 298 4055 +1.16 +5.60

Notes: * — a reliable difference as compared to the control group
(p<0.05); 9 — a reliable difference as compared to the indicator
indicator observed 6 months after treatment and the basal level

aggregation time increased by 23.8% and 19.2% as compared
to the basal level (p<0.05); however, it did not reach the
level of the control group. Aggregation rate decreased by
27.3% (Group ITA), 19.5% (Group 1IB) and 18.8% (Group
IIC) as compared to its basal level (p<0.05). In Group IIA,
this indicator reached the level of the control group, while
in Group 1B and Group IIC, it remained 11.9% and 12.8%
higher than that in the control group (p<0.05). Moreover,
the difference between the degree of aggregation 6 months
after treatment and the basal level was more significant in
patients of Group IIA constituting -8.87 as compared to -
6.91 in patients of Group IIB and -6.36 in patients of Group
IIC.

In patients of Group IIA, a six-month treatment resulted
in the decrease in platelet count by 27.9% as compared to
the initial values being 13.6% lower than this indicator 3
months after therapy (p<0.05). In Group I1IB and Group IIC,
these changes were less significant - their platelet count
decreased by 22.5% and 19.1% as compared to the basal
level (p<0.05); by 7.2% and 3.1% as compared to the indicator
observed 3 months after treatment (p>0.05) that did not
correspond to the level of the control group. Similar
tendencies were observed when analyzing von Willebrand
factor. In Group IIA, the difference between this indicator 6
months after treatment and the basal level was -67.18 as
compared to -51.14 in Group IIB and -41.14 in Group IIC
being 48.1%, 31.8% and 15.3% lower than this difference 3
months after treatment in Group I1A, Group IIB and Group
IIC, respectively (p<0.05).

The assessment of the functional state of the liver 3
months after therapy revealed certain features of changes
(Table 2). In 38 (52.8%) patients, the level of liver enzymes
was within the control limits. However, in 34 (47.2%) patients,
an increase in their level was observed, which necessitated
the administration of appropriate hepatoprotective therapy
(Fig.1). In patients of Group I, AST and ALT levels were
within the normal range being 7.95 and 3.7% higher than
those in the control group (p>0.05). GGTP level
corresponded to that in the control group being 2.9% lower
than its initial value (p>0.05). However, in patients of Group
II, AST and ALT levels increased by 1.7 and 1.8 times as
compared to their initial values (p<0.05). Moreover, GGTP
level increased by 1.6 times as compared to its initial value
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(p<0.05); § — areliable difference as compared to the basal level
3 months after treatment (p<0.05); A — difference between the

(p<0.05).

Six months after treatment, the level of liver enzymes in
Group I was stable corresponding to their level in the control
group. In Group IA, AST level was 7.1% lower as compared
to its initial value; in Group IB, it was 2.4% higher than its
initial value (p>0.05). In patients of Group IA, a six-month
treatment resulted in the decrease in ALT level by 10.0% as
compared to its initial value; in patients of Group IB, a six-
month treatment resulted in the decrease in ALT level by
3.3% as compared to its initial value (p>0.05). In patient of
Group IA and Group IB, GGTP level decreased by 10.2%
and 7.6%, respectively (p>0.05) as compared to its initial
value.

In Group II, ambiguous changes in the functional state
of the liver were observed 6 months after therapy. Liver
enzymes reached the level of the control group in 24 (70.6%)
patients. In 10 (29.4%) patients, there was observed a
significant decrease in their level as compared to the
indicator observed 3 months after treatment; the obtained
indicator was significantly higher as compared to their basal
level. Three months after treatment, AST level reached the
level of the control group in patients of Group IIA and Group
1IB, while in Group IIC, this indicator was 16.7% higher as
compared to its initial value (p<0.05). ALT level was 40.0%
higher as compared to its initial value (p<<0.05) in patients of
Group IIC. Moreover, in patients of Group IIA and Group
IIB, the difference between GGTP level 6 months after
treatment and the basal level was +0.55 and +1.16, while in
patients of Group IIC, this indicator increased by 5.0,
respectively.

Thus, the obtained results necessitated the development
of differentiated approaches to long-term APT depending
on the effectiveness of achieving sufficient control of platelet
haemostasis. In particular, there was determined the
possibility of using long-term monotherapy with
acetylsalicylic acid, liver function monitoring, the inclusion
of an appropriate scheme of hepatoprotective therapy and
the correction of antiplatelet treatment 3 and 6 months after
its administration if necessary in order to treat patients with
stable CHD and co-existent NAFLD in stage of steatosis.

Conclusions
1. Theuse oflong-term differentiation APT in patients
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with stable CHD and co-existent NAFLD in stage of steatosis
provides an effective monitoring of platelet haemostasis
thereby reducing long-term cardiovascular risk.

2. To treat patients with stable CHD and co-existent
NAFLD in stage of steatosis, it is reasonable to use a
differentiated approach to APT, dynamic liver function
monitoring and to include appropriate hepatoprotective
drugs, if necessary.

3. Thedeveloped concept of differentiation treatment
of patients with CHD and co-existent NAFLD in stage of
steatosis envisages the need for monitoring the indicators
of platelet haemostasis and liver function every three months
after the administration of APT with the possibility of its
intensification and the inclusion of hepatoprotective drugs
according to the appropriate scheme depending on the
increase in liver enzyme levels.

Prospects for further research

Further research should be directed at the development
of new differentiated approaches to combination treatment
of patients with CHD and co-existent NAFLD in stage of
non-alcoholic steatohepatitis.
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